DECLARATION UNDER 37 C.F.R § 1.132 

Sir: 

I, Wayne Comper, hereby declare and say as follows: 

1. That I am an Australian citizen , residing in Victoria, Australia, and am the 
inventor of the invention described and claimed in application Serial No. 09/892,797. 
My curriculum vitae is attached as Exhibit A. 

2. I have read and am familiar with the disclosure and pending claims of the 
above-captioned Application, as well as the issues raised in the pending final Office 
Action dated May 31, 2002. 

3. I declare further that the following experiments were conducted at my 
direction and under my supervision and that the test results are true and correct to the best 
of my knowledge. 

Two groups of rats were studied: I) untreated controls and ii) rats with 
experimental diabetes induced by administration of streptozotocin (STZ). Each of the 
rats was implanted with an osmotic pump containing radiolabeled IgG or transferrin. 
Steady state levels of radiolabeled protein in plasma were observed seven days after 
implantation of the osmotic pump. At that time collections were made of both urine and 
plasma. Estimates of the specific activity of protein in plasma were made by analysis of 
radioactivity and immuno-rective material detected in the plasma. Immuno-unreactive 
(ghost) material in urine was estimated by the amount of radioactivity eluting at the 
position of the intact protein on a size exclusion column and specific activity of the 
protein in plasma. 



The results for transferrin are set forth in the bar graph attached hereto. The 
amount of transferrin detected by immunoassay in both control animals and diabetic 
animals is about six times less than the amount of ghost transferrin detected. The 
amount of ghost transferrin estimated to be present in the urine of diabetic mice was 
significantly higher than in control rats, i.e., about a 47% increase in diabetic rats was 
observed. In contrast, the amount of intact transferrin detected by conventional 
radioimmune assay in the diabetic animals was not significantly different from that 
observed in the control apimals. 

The results obtained for IgG were similar to that of transferrin in that the amount 
of intact IgG detected by conventional radioimmune assay in control and diabetic animals 
was aboutthe same. However, in both sets of animals, the amount of immuno-unreactive 
(ghost) material was significantly higher than the amount of intact IgG (at least about six 
times higher). The amount of ghost IgG was not significantly different in control and 
diabetic rats indicating that changes in IgG content in urine probably occur later than that 
observed for transferrin in diabetic animals. 

Conclusion 

In my opinion, the test results demonstrate that: 
(1) The majority of protein present in urine is not detectable by conventional 
immunoassay. As a result, conventional immunoassays are insufficient to detect renal 
complications of disease prior to the onset of kidney degeneration. 



(2) Detection of immunoreactive and immuno-unreactive protein in a sample 
provides an accurate protein profile of the sample, which can be used to accurately 
diagnose renal complications of disease before the onset of kidney degeneration. 



I declare further that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and further 
that these statements were made with the knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 
18 of the United States Code, and that such willful false statements may jeopardize the. 
validity of the application or any patent issuing thereon. 





Wayne Comper 
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